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Abstract: 

JP 4208267 A 



Cycloheptoimidazole cpds. (I) or their pharmacologically tolerable salts are 
new. Rl = H, lower alkyl or benzoyl; Z = single bond, lower alkylene or - 
CONH- (CH2)a (a = 0, 1 or 2) (b and c = 0 or integer more than 1 where b+c 
= 3 or 4, ring = lower alkyl (mono- - tetrasubstd) ring-membered N may be 
substd with lower alkyl, benzyl, halogenised phenoxyalkyl or halogenised 
benzyl ; opt. two ring-membered C atoms or one opt ring-member C atom and 
ring-member N atom may be bonded via 1 - 3C of straight chain of lower 
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alkylene), (ii) R3 = halogenised benzyl; (iii) d = 0 or 1 ; ring may be 
substituted with amino; halogenised phenyl; (iv); Y = -C(O)- or -S02-; ring 
may be substd with halogen. -NR4R5 R4 and R5 = H or lower alkyl. 

USE - Pharmaceutical compsn which contains cycloheptoimidazole cpds. (I) 
or its pharmacologically tolerable salt(s) as effective component(s). Novel 
cycloheptoimidazole cpds. (I) have 5-HT3 acceptor antagonistic action, 
antiemetic action, enterokinesis-activating action, gastrointestinal function 
ameliorating action. 

In an example, 3-Aminoquinocridine (Rl = H, n = 0, X = cpd. (I) (2.00 g, 
0.015 mole) and 2-methylthio-cycloheptoimidazole (2.79 g, 0.0159 mole) 
were refluxed in n-amyl alcohol (20 ml) for five hours. Reaction mixt. was 
concentrated in evaporator, concentrate was subjected to silica gel column 
chromatography (dichloromethane : methanol = 4:1 developing) to give cpd. 
of formula (II). Cpd. No. 1009 (0.76 g, 19% yield). The cpd. (No. 1009) (0.76 
g) was dissolved in acetonitrile (5 ml), cone. HC1 (0.31 g) was added into 
resultant soln. resultant mixt. was stirred at room temp, for 30 mins. Reaction 
mixt. was cone, resultant concentrate was washed with ether (20 ml), filtered 
and dried to give cpd. No. 1009 hydrochloride as yellow crystals (0.44 g, 51% 
yield), m.pt. 295 - 298 deg C (decomp). 
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CD ^ £ ^ c fl* T.fc <^ * 71/ * i/ ^ f- ;u -b ;u a 

<r <fc 120m?cr> S 1:0^^11^ Sit f 3 e 

HSfiffl 2 B 

2 00ing^^W-r*^^l{iWTO J: o IZ 
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hno3i/f>y> 55mg 

^el-tr^o 35^ 

* 'J fcf-/l/ ea tj K> 5mg 

IT) 

* ;U * j/ > ^ ;U -t? ;U a - * ■ 

XT T 'J >®-77*i"> A . 4mg 

* &9 lj£_ 
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«&OfcBtt*50-*60"C-C«;«U **»18> * J/ 
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v > h - ;U 56. 5mg 

-tr ;U a - * 5. Omg 
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-&It 65. 5mg 
XxT'J >»vr* ± 80 

^Jfe^ 4 B 
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f£&®#. O.Smg 
¥LfI 98. 5mg 

Xf7 'J l.Omg 



£fr 100. Omg 

teas**- *><> 



m&foft lOOmg 
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±I2J£#£&-££-£> 80^ 9 5/*.&*H*» U 
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HJ5fe0J7B 

m&fcft i ooitt-g*fctt5oo/ig**w-r*T> 

T > 7 * ^ £ 
r£1£/£# \Q0uz£ fcliSOO^g 
^iM^^jdnx.T PH3.5 
i§fb^- h 'J g AgSfft m& 

£tt 1ml 

HJ&tfJ 8 B 
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t. 8og 
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1 JJKfli&tt^ t> 
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r U Hr »J V 0. 5 g 
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7g&j£#lO0g£fcli 1 00# g£S#t-*&;8l& 
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* __ 



10jKg£ fctelOO/zg 
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■ aa 
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1 

20mg 
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Ptio -*/'J -b 'J y i/y^x-f ;u 2 

T# 'J xf U > / 'J =J -7U U - K400)10gf5, 

'j 7 ^ y;i/$7>*-?i*©7K&$£Jg#boo 
/ y -b >J > ^ / 'J S/-;;Ux-rA©7k*ttfcJ:tf 
V x. a-;U©ffite/£#3-*r7fcfc&£ 

> - h 0 0. 5 mg t ?£ £ X O K&7fr ^ 
5 9. 

jg $ n /c ^ * > ^ ■/ * h - - y * ^ Mit cjw 

mo&MK&M t^^fi^ (initial abrupt cardiac 
slowing)*? <fc vtfm-r % M&mT iztt? 

*fc^^¥J:0»aSLfc^B***ffl^. 5-HT 

mmftm bfcttLtco 5ec*;u* 9 hj:t)^mt 

;<^7l/i:/t/0-;*&&£xXh $ -7U£ LT-^*. 

(Star Medical:P-081S) ^rWft^t-fiU'^ttTtl 
g^Ti iz\%%®TfX. H«i&i=#-r *&&^© 
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sk t * y mj^ai oogBs ^ y -t y > 
ioo^ N 7jci50Su. h y x#*->:/o tr;u-r v s/r 
2 x * y - ;u l 00SB-, ^ y x * y 

V Zfa e;l/25^. yo fcfu a-/U25gff 
<k m&f&ft 1 5$ © ig£ 7jc « 7 ;u & £ IS 32 U fc o 

7 ^ ;u A £ 7^ £ /«£ 3 & £ 7 ^ 7U A © ^FiB! ffi ffi K 
1 00 jtm mtZ&fiLxmM$#OttmM®&Ml£ 

^>gj?>rvyat:;ufcj:c;yotfu>ry ^ - ;u ) 

<D^M\*to2Q%iR96X'3r> o fco *©&25'CT24B$ 
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7 * if- K £(Fozard, JR and Host,M: British 
J. Pharmacol. 77:520. 1982) (Djsfe \Z & U X , 
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-e© 5 fl-ftKlfSS-HT 40Mg/kg£#4 bT£b 

41/:. 6 £C;*-fo 
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j<^j\^\^ h £(Bachheit, KH ct al: J. Pharm. 
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|BJ*£ftLfc^-hb-&*^*y b © 1 £ $ ft U . 

a^b^o *©£&£# Banc^r. 
" *ik«4 7 * human 

24^W»<t***: , >-<X^-*7?r Hw0.05K 
©7*y-;H/* K**frl.59tf ;* ^;U"tr;Ua- 
X»»»*rXh;-^tlTapa4L, *© 

-hi,? h'<D$&*ffl%.?*c ti:i-)T, 

JjSffiLfcWCO.lN NaOH £;&nx.Ttf U hovt'K 

NaOH X'TJlij 'J tit 4' U 560nm ©®#K£fl!l 
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SS m a ffi tt ®5 ^ ft <D JR fit £ 16 # E • T § § J: 
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«f*flH&3?Lfc*<, *fM©GR38032PI;i:C©ftffl£ 
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